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PEDIATRIC PAGE

(Complete for all original application and all efficacy supplements)

NDA/BLA Trade ~r . T
Numbers: 20323 Name: | VIVELLE ESMIOL TRANSDERMAL SYSTEM
Supplement "Generic © ' o '
Number: 21 Name: ESTRADIO
Supplement SE8 Dosage
Type: =~  Form:
Treatment of moderate-to-severe vasomotor symptoms
Regulatory Proposed  associated with the menopause Treatment of vulval and
Action: " Indication: vaginal atrophy Treatment of gstrogenism due to

hypogonadism, castration, or primary ovarian failure.

- ARE THERE PEDIATRIC STUDIES IN THIS SUBMISSION?
NO, Pediatric content not necessary because of pediatric waiver

What are the INTENDED Pediatric Age Groups for this submission?
NeoNates (0-30 Days ) Children (25 Months-12 years)
Infants (1-24 Months) Adolescents (13-16 Years)

Label Adequacy Does Not Apply
Formulation Status .

Studies Needed -

Study Status -

Are tbere any Pediatric Phase 4 Commitments in the Action Letter for the Original Submission? NO

COMMENTS: .
This supplement does not qualify for a pediatric exclusivity as it is not a new dosage form;dew mdxcauon, new chemical
entity, new route of administration or new-dosing regimen--The-desage-is-already approved. The clinical data presented
revises the labeling to remove the reference to a delayed onset of efficacy. February 25, 2000.‘ )

——— © o ——— — -

This Page was completed based on information from a PROJECT MANAGER/CONSUMER SAFETY OFFICER,

DIANE MOORE - /S 2/
)/ ' u-/da
Signature - ' Date
http://150.148.153.1 83/PediTrack/cditdata_ﬁrm.cﬁn7ApN=20323&SN=21 &ID=644 2/25/00
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Lisa Rarick, MD ‘NDA No. 20-323

~ Acting Director Vivelle®(estradiol
Division of Reproductive and Urological transdermal system)
Drug Products/HFD-580
Office cf Drug Evaluation Ii Amendment to a Pendin

Attn: Document Control Room 178-20
Center for Drug Evaluation and Research
5600 Fishers Lane -

Rockville, Maryland 20857

Supplement ‘< \

)
Y
Dear Dr. Rarick:

Reference is made to our Supplemental New Drug Application to Vivelle (estradiol
transdermal system) NDA 20-323 (S-021), dated April 30, 1999. The supplement is to revise
the current labeling, to remove the restrictive language in the Dosage And Administration
Section of the labeling that states that some women taking the 0.0375 mg/day dosage may
experience a delayed onset of efficacy.

In addition, reference is made to a request from Ms. Diane Moore, Project Manager, on June
15, 1999, to submit revised languagé for the debarment certification statement to comply with
the Draft Guidance for Industry: Submitting Debarment Certification Statements, dated
September 1998.

At this time Novartis Pharmaceuticals Corporation hereby certifies that it did not and will not
use in any capacity the services of any person debarmred under section 306 of the Federal
Food, Drug, and Cosmetic Act in connection with the application referenc€l above.

If you have any questions or comments concerning this submission, please contact me at
(973) 781-3665. - :

, ‘} [ i

Sincerely yours,

S Ml

Lynn Mellor
Associate Director
Drug Regulatory Affairs

Attachments: Form 356h

REVIEWS COMPLETED
Submitted in duplicate : :

£SO ACTION:
OJweer Onar. Dvemo
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MEMORANDUM  DEPARTMENT OF HEALTH AND
| HUMAN SERVICES
PUBLIC HEALTH SERVICE
_ FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: 2/11/00
o
Tl

From: Lana L. Pauls, M.P.H.

Associate Director, Division of Reproductive and Urologic Drug Products,

HFD-580
Subject: Review of financial disclosure documents for NDA 20-323/5-021
To: the file (NDA 20-323)

I have reviewed the information provided and find that it is acceptable. In addition, all studies
in support of approval of this application were completed prior to February 2, 1999.

cc:
Orig NDA 20-323
HFD-580/DMoore
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Healtv Service
Food and Drug Administsation

CERTIFICATION. FINANCIAL INT ERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

Form Approved: OMB No. XXXX-XXXX
Expirstion Date: XX/XX/XX

TO BE COMPLETED BY APPLICANT

and each dependent child of the investigator as defined in 21 CFR 54.2(d).

| Picose mark the opplicable checkbos. |

—sipnificont-peyments of other sons-es-defined-in 21 CFR-54-2(7—

With respect to all covered clinical studies {or specific clinical swudies Jisted below (if appropriate)) submitied in suppon
of this application. I cenify 1o one of the staiements below as appropriate. | understand that this cerntification is made in
compliance with 21 CFR part 54 and that for the purposes of this statemnent, a clinical mvesuplot includes the spouse

E] (1) As the sponsor of the submitted studies. I centify that I have not entered into any financial ammangement with the
lisied clinical investigators (enier names of clinical investigaiors below or atach list of names to this form)
whereby the value of compensation 10 the investigator could be affected by the ouicome of the study as defined
in 21 CFR 54.2(2). ] also cenify that each listed clinical investigator required 1o disclose 10 the sponsor whether
lhemvempmrhadapmpnemymm in this product or 3 significant-equity-in-the-sponsor-as-defined-in-24—

—€FR-54:2(b> did not disclose any such ineresis.-] furthercenify-thatno-listed-mvestigeror-was-the-recipient-of—

see attached.

Clinical Investigators

information could not be obtained is atntached.

D (2) As the applicant who is submitting a study or studies sponsored by a finm or parnty other than the applicant, |
cenify that based on information obtaincd from the sponsor o from pamc:pmm; clinical investigators, the
listed clinical investigators (sttach list of names to this form) did not participaie in any financial arrangement
with the sponsor of a covered study whereby the value of compensation to the investigator for conducting the
study could be affected by the ovicome of the study (as defined in 21 CFR 54.2(a)): had no proprietary interest
in this product or significant eguity interest in the sponsor of the covered study (as defined in 21 CFR 54.2(b)):
and was not the recipient of significant payments of other sorts (as defined in 21 CFR 54.2(1)).

[CJ 31 As the applicam who is subminting 3 study or studies sponsored by a firm or party other than the applicant. |
- cetify that | have acted with due diligence 1o obtain from the listed clinical investigators (attach list of names)
or from the sponsor the information required under 54.4 and it was not pombl:*» do s0. The reason why this

Peter Richardson, MD

NAME TALE y; e president Bobe/Respiratocy

%WWMQIS Corporation

SIGNATURE J./(‘/!I 1|
Soms——

Paperwork Reduction Act Statement

An agenCy may aat conduct OF SPONSOr. and 3 Person IS A0t required 10 respond 10, 3
collecuon of miormation waless it displays 3 curvently vahd OMB control number.
Public reporung burden for this collection of informasion is estimated 10 average §
hour per response. including time for reviewing smstnuctions. searching existing dsa
sources. ya.icring and mainsining the necessary data, and completing and reviewing
the collevhim of snformation. Send comments regarding this burden estimate or any
other aspect of this collection of informaion 10 the address 1o the right:

Deparument of Health and Human Services
Food and Drug Administration

5003 Fishers Lane. Room 14C-03
Rockville, MD 20357

Piease DO NOT RETURN this form 10 this address.

FORM FDA 3454 (10/98)

EF
Services/USDHNS: (301) 443-2434
crossed

Created by Electronic Docement
All studies were completed prior to February 2, 1999 therefore, the

out statements within (1) are not applicable.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OB e, XXXX-XXXX
Public Health Service ‘ Expiration Date: XX/XX/XX
) Food and Drug Adminisiration :
CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

T0 BE COMPLETED BY APPLICANT

With respect 10 all covered clinical studies (or specific clinical studies listed below (if appropriate)) submutted in suppon
of this application. I centify to one of the statements below as appropriate. 1 undersiand that this centification is made n
compliance with 2] CFR part 54 and that for the purposes of this statemnent, a clinical investigator includes the spouse
and each dependent child of the investigator as defined in 21 CFR 54.2(d).

| Please mork the appiscable checkbox. |

[4

E (1) As the sponsor of the submined studies. 1 cenify that 1 have not entered into any financial arrangement with the

listed clinical investigators (enter names of clinical investigators below or attach list of names 10 this form)

whereby the value of compensation to the investigator could be affecied by the outcome of the study as defined

in 21 CFR 54.2(a). | also cenify that each listed clinical investigator required to disclose to the sponsor whether
the investigator had a proprietary interest in this product or a signifiesnt-equity-in-the-spensores-defined-in-24—
—EFR-542tbr did not disclose any such interests.-1 furthercenify-tharno-tisted-mvestrgator-war-the-reciprentof—

- =—stemifseant-peyments of other seny-ar-defined in 21 CFR-5420—

see attached.

Clinical lnvestigators

D (2) As the applicant who is submining a study or studies sponsored by a firm or pany other than the applicant. |
cenify that based on information obtaincd from the sponsor or from participating chnical investigators. the
listed clinical investigators (attach list of names 10 this form) did not panicipate in any financial arrangement
with the sponsor of a covered study whereby the value of compensation to the investigator for conducting the
study could be affecied by the outcome of the study (as defined in 21 CFR 54.2(a)): had no proprietary interest
in this product or significant equity intcrest in the sponsor of the covered study (as defined in 21 CFR 54.2(b)).
and was not the recipient of significant payments of other sorts (as defined in 21 CFR 54.2(f)).

D {3) As the applicant who is submitting a study or studies sponsored by a firm or panty other than the applicant, |
cenify that | have acted with due diligence to obtain from the listed clinical investigators (attach list of names)
or from the sponsor-the information required under 54.4 and it was not possible to do so. The reason why this
information could not be obtained is attached. .

MMEPeter i D TMLE yice miﬁ;—aone/ﬁespxratory

NoVarers '%mcals Corporation

SIGNATURE “‘/_dnzdub "d‘-——~ "DATE 4-/1?, I 99
' - M | L

Sm—

Paperwork Reduction Act Statement

An agency may not conduct of sponsor. and 2 person is pot required to respond 1o, 3

collection of mformation unless it displays 3 currently valid OMB conirol number. Deparumem of Health and Human Services
Public reporing burden fior this collection of information 1s estimated o average | Food and Drug Administration

houtr per responce. ncluding time for reviewang insiructions. searching exisung daia 5600 Fishers Lane, Room 14C-03

sources. gathenng and maimaimng the necessary data. and completng and reviewing Rockville, MD 20857

the collecuion of informauon. Send cum .enis regarding this burden esumale or any
other aspect of this coliection of information 10 the address 1o the right: -
Please DO NOT RETURN this form 1o this address.

FORM FDA 3454 (10/98) e
. . Created by Elecironic Document Services/lUSDHHS: (301) 443-2454
All studies were completed prior to February 2, 1999 therefore, the c

out statements within (1) are not applicable.



Novam; Pl;;;r;;c'eutxcal Corpor;:ion
DSI Audit of Clinical Studies

J WVwe sy Wewery Werwy Vel iy way

No clinical studies were audited because the product has previously been approved and only one
new study was submitted for review. It was determined by the Medical Officer that no clinical
study audit was needed.



Vivelle® (estradiol transdermal system) 0.0375, 0.05, 0.75, 0.1 mg/day
Novartis Pharmaceutical Corporation

DSI Audit of Clinical Studies
No clinical studies were audited because the product has previously been approved and only one

new study was submitted for review. It was determined by the Medical Officer that no clinical .
study audit was needed. ‘
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Division Director Memorandum

New Drug Application
NDA#: 20,323/8-021
. Sponsor: Novartis Pharmaceuticals Corporation
Drug: Vivelle® (Estradiol Transdermal System)
'~ Indication: Treatment of moderate to severe vasomotor symptoms associated

with menopause; treatment of vulvar and vaginal atrophy;
treatment of hypoestroestrogenism due to hypogonadism,
castration or primary ovarian failure

Dose: 0.0375 mg per day; 0. 05 mg per day, 0.075 mg per day,
' 0.1 mg per day

Formulation: Transdermal patch

Date of submission: April 30, 1999

Date of memorandum: February 24, 2000

-

_ Background

Vivelle® was originally approved by the FDA as a transdermal patch system for estrogen
replacement therapy on October 28, 1994. The product was approvcd in four strengths as noted
above. As described in the primary and secondary clinical reviews for-the current application,
the originally approved labeling for this product contained restrictive langyage specific to the
0.0375 mg per day dose, notmg thata delayedonsetof cfﬁcacymay.occm wnh the 0 0375 mg
per day dose patch. - T

The current application contained data from a randomized, double-blind, parallel group study
(i.e., Protocol 036) comparing the Vivelle® 0.0375 mg per day patch to a placebo patch for the
treatment of moderate-to-severe vasomotor symptoms associated with menopause. In addition,
the sponsor performed a retrospective analysis of data from one of the two phase 3 trials (i.e.,
study 1003-A) contained in the original NDA submission for this product-upon which initial



approval of the product was based. During the original review cycle for this product, study 1003-
A showed that the 0.0375 mg per day dose of Vivelle® was not statistically significantly better .
than placebo in reducing the number of hot flushes women experienced during the last two weeks
of cycle 1. However, the second phase 3 trial contained in the original NDA submission (i.c.,
study 1003-B) did support the efficacy of the 0.0375 mg per day Vivelle® patch for the indication

sought.

Per the FDA Guidance Document on the clinical evaluation of estrogen- and estrogen/progestin-
. containing drug products for hormone replacement therapy, the primary efficacy analysis for
these trials should show both a clinically and statistically significant reduction in the frequency
and severity of hot flushes in the treated groups compared with the control groups. This
reduction should occur within 4 weeks of treatment initiation and should be maintained
throughout 12 weeks of treatment. The primary endpoint for protocol 036 was the change from
baseline in the mean number of hot flushes per day during the last two weeks of the first
treatment cycle. The secondary endpoint for the study focused on the change in the severity of
hot flushes at the end of each treatment cycle. As described in the primary and secondary clinical
reviews and the statistical review, the results of this study demonstrated a statistically significant
reduction in the mean number of hot flushes for the Vivelle® 0.0375 mg/day patch as compared
to placebo. As described further in the primary clinical and statistical reviewer's memos dated
February 23 and February 24, 2000 respectively, the study results also demonstrated that the

. Vivelle® 0.0375 mg per day patch was statistically and clinically significantly better than placebo
in reducing the severity of hot flushes experienced by trial participants. Both the reduction in the
number of hot flushes and in their severity occurred within 4 weeks of treatment initiation and
was maintained throughout 12 weeks of treatment. Thus, the safety and effectiveness of the
Vivelle® 0.0375 mg per day patch for the treatment of moderate-to-severe vasomotor symptoms
was demonstrated in this study. This data was deemed sufficient to recommend approval of this
application. '

Recommendations: R

I concur with the conclusions of the primary and secondary clinical reviewers and the statistical
reviewer and recommend that this application be approved. I also recommend that the previous
restrictive language specific to the 0.0375 mg per day dose of Vivelle® regarding delayed onset
of cfﬁcacy be removed. , ) . A

,L".“zr' _,/S/ 24 7/29‘/&0
Susan S. Allen, MD,MPH - ..
Acting Director, HFD-580

Cc: NDA 20-323
HFD-580/Allen/Slaughter/Price
HFD-103/Houn/Raczkowski



Group Leader Memorandum

Vwelle@
NDA: : 20-323
Drug: - " Vivelle®
Dosage Form/Route: Transdermal patch
Strength: 0.0375 mg per day ]
Applicant: Novartis Pharmaceuticals Corporation

Original Submission Date: April 30,1999

Date of Memorandum: December 21, 1999

In this application, the Sponsor is seeking approval to remove the following statement
from the label for Vivelle®: “Some women taking the 0.0375 mg/day dosage may
experience a delayed onset of efficacy”. This statement was included in the label,
because there was a discrepancy between the two trials in the original NDA with respect
10 the efficacy of the 0.0375 dose. The largest study, 1003A, did not support the efficacy
of the 0.0375 mg/day dose, while the smaller of the two trials, 1003B, did. In support of
the request to remove the above statement from the current label, the Sponsor has
submitted Study 036 a randomized, double-blind, parallel group study comparing
Vivelle® 0.0375 mg/day to placebo for the treatment of moderate-to-severe vasomotor
symptoms. The results of this study demonstrate that the 0.0375 mg/day dose is both safe
and effective for the treatment of vasomotor symptoms with the effectiveness
demonstrated by week 4 and maintained through week 12. I concur with the
recommendanon of the pnmary revxcwcr that this apphcatxon should be approved.

The agreed upon label is included in tlus action package. The habel contains a figure that
presents the efficacy of the 0.0375 mg/day dose for the.treatment of xasomotor symptoms -
at 4, 8 and 12 weeks. While it is stated that all doses of Vivelle® (0.0375 mg, 0.05 mg,
0.075 mg, and 0.1 mg) are effective for the control of vasomotor symptoms, the
0.0375mg/day dose is the recommended starting dose.

e )

Shelley R. Slaughter, ¥ID, Ph.D. d
Reproductive Medical Team Leader, HFD-580

L JS’ _70!"3:,09




MEMO TO THE FILE
Date: February 23, 2000
Subject: NDA 20-323-S021
Name of Drug: Vivelle
Sponsor: Novartis Pharmaceuticals Corporation
Clinical Indication:  Relief of Vasomotor Symptoms

Comments:

As has been the policy of this division (HFD-580-) and the Estrogen-Progestin Draft
Guidance document, sponsors when treating vasomotor symptoms have been required
to show relief of symptoms for both the frequency and severity of vasomotor symptoms.

In my formal review, tables 1 and 2 showed the Mean number of Hot flushes per 24
hours in the last two weeks of cycle 1. The sponsor did not originally supply in tabular
form the frequency of hot flush data. This data was later imputed by the statistical
reviewer, Sobhan Maboob, Ph.D and placed in his review and my original review. In the
final review of this supplement, questions have been raised as to whether the sponsor
has data that showed improvement in the baseline severity of Hot flushes per 24 hours.
The following table, compiled by Sobdan Maboob addresses this concem:

Mean Change (SD) for Baseline in Severity of Hot flushes/24 hours

Week 4 Week 8 Week 12
Treatment n Mean n Mean N Mean
(SD) (SD) (SD)
Vivelle 128 -1.33(.87) 129 -1.63 (.94) 124 -1.78 (.92)
Placebo 125 0.70(.75) |- . 120 -0.88 (.85) 118 . | -0.94 (.88)
P-value | p<0.05 |- p <0.05 p <0.05
-

As demonstrated in previous reviews of HRT products, séverity data supports frequency
data seen in the original review at the end of Cycle 1.

-
74

o T S~ -
Phill H. Price, M.D.



NDA 20-323/5-021 - - .
Vivelle , , - ~

Novartis T T mTT TErET e e e . s |

Regarding the labeling comments from the clinical and statistical reviews (i.e., black box

_WARNING, Clinical Studies section, INDICATIONS AND USAGE section,
_ CONTRAINDICATIONS section, WARNINGS section, PRECAUTIONS section,
: Pregnancy section, ADVERSE REACTIONS section, and Initiation of Therapy section in the

Physician’s labeling and the Black Box WARNING, Benefits of Treatment with Vivelle
section, WHEN ESTROGENS SHOULD NOT BE USED section, DANGERS OF
ESTROGENS section, and SIDE EFFECTS section), the labehng subm:txed by the sponsor on

February 4, 2000, is acceptable. _ T
st
e.z/ 7 / o O
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Tel 973 781-3665 Tl
Fax 973 731-3590 —

February 7, 2000

Susan Allen, MD \” w NDA No. 20-323 (S-021)
Acting Director T A Vivelle®(estradiol transdermal
Division of Reproductive and Urologu:al S syste m) ;,.
Drug Products/HFD-580
Office of Drug Evaluation Ii G 1 C' - d
Attn: Document Control Room 17B-20 General Correspondence
Center for Drug Evaluation and Research £ 1=ND
5600 Fishers Lane NDA SUFF /s
Rockville, Maryland 20857
i Guc 02
Dear Dr. Allen: )

Reference is made to the Vivelle (estradiol transdermal system). eﬂ" lcacy supplement (S-021).
The supplement is for a labeling change to remove -restrictive. language, regarding
vasomotor symptoms associated with the menopause, that some women taking the 0.0375
mg/day dosage may experience a delayed onset of efficacy.

In addition, reference is made to our teleconference with the Division on January 18, 2000 to
discuss the draft labeling for the above-mentioned supplement Attached for your
information is a copy of our meeting minutes. At this time we are requesting a copy of the
meeting minutes issued by the Division. ‘

If you have any questions or comments conceming th:s submission, please contact me at
(973) 781-3665.

Sincerely yours,

Lynn Mellor -

| D mmcer e - -Assaciate Director
- . - . . Drug Regulatory Affairs
" Vivfda10 doc. ‘
Submitted in duplicate -
. !F;:".'&{WS LMD ETED ¥
$
: i_JMEMO
] 'f.:i DATE

e E e e

gaantaicr - a4 s bt s .\.--..'—.-v'[_
- - . TR e e, o
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t!‘\-\-':i‘a‘ L . 59 Route 10 ]
East Harover, NJ 07936-1080

AT r — DA QI DRT 2oss
{0 NOVARTIs  'DASWPRAEMD s
) ) ..: N - ) -..: SFJ—..O;‘, -64 .. Fax ! 28 :5325
February 4, 2000
g
L
Susan Allien, MD : NDA No. 20-323 (S-021)
Acting Director : - Vivelle®(estradiol transdermal
Division of Reproductive and Urological - system)
Drug Products/HFD-580 L
Office of Drug Evaluation’ll Labeling Supplement -
Attn: Document Control Room 17B-20 Draft Labeling

Center for Drug Evaluation and Research
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Allen:

Reference is made to the teleconference with the Division on January 18, 2000, to
discuss the draft labeling for the Vivelle (estradiol transdermal system) efficacy
supplement (S-021). The supplement is for a labeling change to remove restrictive
language, regarding vasomotor symptoms associated with-the menopause, that some
women taking the 0.0375 mg/day dosage may experience a 'delayed onset of efficacy.

In addition, reference is also made to FDA communications on January 20, January 27,
February 1 and February 2, 2000. o

The Vivelle- ‘labeling has been revised based on discussions and cgmments received from
the Division.. One particular comment, at the January 18, 2000 teleconference,
concerned deletlon of the paragraph in the Clinical Pharmacology Section of the draft
label that discussed the hepatic first pass effect. As requested the reference to the
hepatic first pass effect has been deleted from the label. However, we wish to reiterate
that the label for Climara® (estradiol patch) does contain information on the hepatic first .
pass effect and that the agency stated it is their intention to hate the language
concerning the hepatic first pass effect removed from the Climara® labejing.

Attached is the draft Vivelle labeling. Also included in this submission is an electronic
file containing the labeling. We are submitting the document in Portable Document
Formz: (PDF) on a diskette, in the archival copy. In aciition a désk copy is being
provided that contains the document in Word format on one diskette and in PDF on a

-



sscond diskstte. The disksttes provided have “"besn virus scanned’ ;Js.ng Network
Associates VirusScan version 4.0.3a (formerly known as McAfee V'wﬁ Scan) _The
diskettes were found to be virus fres. A = -

In addition, a copy of the draft annotated labeling is included 8s a referunce that
identifies the revisions. The draft annotated label is provided as a paper copy only.

We appreciate your review of our draft labeling at your earliest convenience. If you have
any questions or comments concerning this submission, please contact me at (973) 781-
3665.

< "“,

Sincerely yours, -

O 2E,

..;; : Lynn Mellor
. Associate Director
] Drug Regulatory Affairs
Vivida9.doc : ‘ : B

Draft labeling: 4 copies
Desk copy: Ms. Diane Moore, Project Manager / HFD-580
Copy: Regina Brown, NJ District Pre-Approval Inspection Coordinator

T Tt mmo— Tt T :_,?;?..'i.s... e

»
REVIES#S COMPLETZS

CSDACTON:
Oz Oxar Oweo

AL I CLIWRY "R “‘““‘c"J

CSO INITIALS
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) NOVARTIS e B o
" ““ ?Or-)\/’,\ East Hanover, NJ 07936-1080

Tel 973 781-3665
Fax 973 781-3590

January 24:12000
Susan Allen, MD NDA No. 20-323
Acting Director Vivelle®{estradiol transdermal
Division of Reproductive and Urological system
Drug ProductslHFD-SBO
Office of Drugj Evaluation Il
Attn: Document Control Room 17B-20 ~ General Correspondence
Center for Drug Evaluation and Research- _
5600 Fishers Lane “

Rockville, Maryland 20857 - -n

Dear Dr. Allen:

. Reference is made to the Vivelle (estradiol transdermmal syst2m) efficacy supplement (S-021):
The supplement is for a labeling change to remove restrictive language, regarding
vasomotor symptoms associated with the menopause, that some women taking the 0.0375
mg/day dosage may experience a delayed onset of efficacy.

In addition, reference is made to a telephone conversation with Ms. Diane Moore, Project

Manager, on January 19, 2000. Ms. Moore requested that we indicate that a Safety Update - - -

was not submitted for this efficacy supplement, as there is no new information to provide.
The basis of the supplement was a single study (Protocol 36) and an Integrated Summary of
Efficacy. Also included was the resubmission of sections of the two pivotal study reports,
focusing on efficacy, from the Original NDA. An Integrated Summary of Safety section was
ot applicable for this supplement, however safety data from Protocol 36 was included in the
clinical trial report. Furthermore, in the FDA minutes of the Februagy 4, 1999 teleconference,

the content of the supplement as noted above and the pIan not to submit an Integrated
Summary of Safety was agreed to. A -

If you have any questions or comments cconceming this submnssnon please contact me at
(973) 781- 3655

Sincerely yours,
r
/-v n(, {3
Lynn Mellor
# ssociate Director
Drug Regulatory Affairs

Submitted in Duplicate
Vivfda8.doc
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‘ Submitted in duplicate

June 21, 1999
Lisa Rerick, MD | - NDA No. 20.323/S-017
Acling Director | Vivelle®{estfadiol
Division of Reproductive and Urological - transdermal system)
Drug Products/HFD-580 , , '
Office of Drug Evaluation il '
Attn: Document Control Room 17B-20 , ‘ ::e'z%::;:;o Request for
Center for Dtug Evaluation and Research ‘ _—
5600 Fi Lane

Rockville, Maryland 20857

Dear Dr. Rarick

Reference is made to your letter dated June 14, 1999, conceming our Vivelle (estradiol
transdermal system) NDA 20-323 'Special Supplement —~ Changes Being Effected’ (S-017),
dated March 19, 1998, regarding the addition of language concemning venous
thromboembolism. As noted in the correspondence this labeling supplement had an
implementation date of August 1998,

In a telephone conversation with Ms. Diane Moore, Project Manager, on June 18; 1999, it was
agreed that the venous thromboembolism language that the agency requested to be
incorporated into the labeling for this product is from the Draft Labeling Guidance for Non-
Contraceptive Estrogen Drug Products, dated September 1998. Furthermore, for the
Package Insert, this language appears under the WARNINGS section in the Draft Guidance
whereas in the June 14, 1999, letter from the agency it was requested to be placed under the
PECAUTIONS section of the label.

Under 21 CFR 314.110, we wish to notify you of our intent to file an agrendment to the
application when the Labeling Guidance for Non-Contracepfivé Estrogen Drug Products is
finalized, and therefore, mechanisms should not be lmplemented to wiljdraw our application
pursuant to 21 CFR 314.65, o N

if you have auy questions or commehts concemmg this submisston, please contact me at
(973) 781-3665.

Sincerely

Associate Director
Drug Regulatory Affairs

Attachments: Form 356h
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\ ,}P, January 7, 2000

Susan Allen, MD NDA No. 20-323

Acting Director V’velle (estraalol transdermal
Division of Reproductive and Urological "~ system)

Drug Products/HFD-580

Office of Drug Evaluationll -
Attn: Document Control Room 17B-20
Center for Drug;;valuat:on and Research

5600 Fishers Lane !‘MSUPP AMEND W]i ,C) L__ »_.,

Rockville, Maryland 20857
CEQ-021

General Corresgondenc

. € ! M- U
Dear Dr. Allenv: B /

Reference is made to the facsimile dated December 21, 1999, from the Division conceming
the Vivelle (estradiol transdermal system) efficacy supplement (S-021). The supplement is
for a labeling change to remove restrictive language that some women taking the 0.0375
mg/day dosage may experience a delayed onset of efficacy.

The facsimile provides FDA’s comments on our draft label. At this time we are submitting an
updated annotated draft label based on the comments received from the agency. In the text
a number follows each strike out or addition. This number can be referenced in a separate
document (attached) where a description of the annotation is provided.

We would like to discuss the updated Vivelle draft label with you at your earliest
convenience.

In addition, during a telephone conversation on January 5, 2000 -with Ms. Diane Moore,
project manager, it was communicated that the Division would prefer a table rather than a
figure for representation of the changes in vasomotor symptoms. It was acknowledged that
the FDA comments stated that a table ‘or a figure was optional. In the Clinical Studies
section we are proposing to represent the changes in vasomotor symptoms in a figure
format. Itis felt that a graphic representation of the data is more easi#fy understandable than
in a table format Furthermore, the Wyeth-Ayerst estradiol transdermal system hoa
approved labeling that includes representation of vasomotor symptoms in a figure. Novo
Nordisk Phamaceuticals’ Activelle™ (estradiol/ norethindrone acetate tablets) approved
labeling also includes representation of vasomotor symptoms in a figure. .‘

We would like to bring to your attention that the Protocol 036 intent-to-tseat analysis for
Wezks 3 & 4 for the primary efficacy variable (the change from baseline in mean number of
hot flushes per 24 hours in the last two weeks of Cycle 1) was not done per protocol. This
was discussed with the Division during our. November 2, 1999 teleconference. Referenceis -
also madz to the November 4, 1999 submission, which details this discussion. -



The intent-to-treat analysis for Weeks 3 & 4 is currently being validated, with validation
complete no later than January 19, 2000. Therefore, the figure presented _ir the updated
annotated label is draft, although we do not expect any change after valid complete -
We will provide an updated figure based on the outcome of the validahon of Weeks 3 & 4
upon completion, if necessary.

If you have any questions or comments conceming this submission, please contact me at
(973) 781-3665.

Sincerely yours, #
o ‘ Lynn Mellor
- Associate Director
g | A Drug Regulatory Affairs
VividaZ.doc =
~-n
C90 ACTION:

Owerrer Tinat Tiveno
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© EastHanover,NJ 079361080

Tel 973 781-3665

Fax 973 781-3590 NEW coP'ﬁEsp
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November 23?1999
Lisa Rarick, MD NDA No. 20-323
Director o Vivelle®(estradiol
Division of Reproductive and Urological transdermal system)
Drug ProductsHFD-580 .
Office of Drug Bvaluation II | - General Correspondence
Attn: Document Control Room 17B-20 N
Center for Drug Evaluation and Research -
5600 Fishers Lane . —

Rockville, Maryland 20857

Dear Dr. Rarick:

Reference is made to Vivelle ® (estradiol transdermal system) NDA 20-323 and to a request .
from Diane Moore, Project Manager, dated October 28, 1999. Ms. Moore requested that we
commit to submit a supplement to provide for identifying information (printing) o the
backing layer of the Vivelle transdermal system. Furthermore, this information can be
submitted as a Special Supplement - Changes Being Effected.

At this time we commit to submit information to support a Special Supplement - Changes

‘Being Effected to provide for identifying information (printing) on the backing layer of the
Vivelle transdermal system in July 2000.

If you have any questions or comments concerning this submission, please contact me at (973)
781-3665. .
A

. ; Sincerely yours, ~
REVIEWS COMPLETED % y :
= Oxar Dvewo Lynn Mellor
- Associate Director - ¥
. L ~ DATE Drug Regulatory Affairs -
Submitted in duplicate o

Attachments: Form 356h



Novartis thm

Drug ReguMyAﬁam‘

- 59 Route 10

. East Hanover, N) 07936-1050

U NOVARTIS

4

Tel 973 781-3665
Fax 973 781-3590

November 4, 1999
Lisa Rarick, MD _ - NDA No. 20-323
Acting Director ' Vivelle®(estradiol transdermal
Division of Reproductive and Urological system

Drug Products/HFD-580

Office of Drug Evaluation 1I

Attn: Document Control Room 17B-20
Center for Drug Evaluation and Research

General Correspondence

5600 Fishers Lane - e
Rockville, Maryland 20857 .
Dear Dr. Rarick:

Reference is made to the November 2, 1999 teleconference, berween the Division and Novartis,
concerning the Vivelle (estradiol transdermal system) efficacy supplement (S-021). The supplement is
for a labeling change to remove restrictive language that some women taking the 0.0375 mg/day
dosage may experience a delayed onset of efficacy.

) pErT
ROV C 8 1999

FDA participants from the Division included Ms. Moore, Project Manger; Dr: Price, Medical = -

Reviewer; and D. Sobhan, Statistical Reviewer. Participants from Novartis included Ms. Mellor, -
Regulatory; Dr. Gupta, Medical; and Dr. Gibson, Statistics.

FDA requested a teleconference to determine, in Protocol 036, if an analysis was done for the primary
variable (the change from baseline in mean number of hot flushes per 24 hours in the last two weeks of
Cycle 1) based on the 257 treated patients to yield results that would be close to the intent-to-treat
principle. Novartis indicated no analysis was-done using the-entire 257 trsated patients in Cycle 1.
Novartis clarified how the two analyses rcported in the clinical study m‘t on the primary variable
were done, and illuminated how these analyses differed from the intent-to-treat principle. Novartis and
FDA agreed that a new analysis would be conducted using the 257 treated patients whenever possible
and would be acceptable because it would result in an analysis of the primary variable much closer to
the intent-to-treat phnlosophy This would enable the agency to move forward in their review of the
supplement. o

Dr. Sobhan indicated that he eould execute the analysis to FDAs satisfaction qmckly if directed by Dr
Gibson to the appropriate data sets and variables. In a separate telephone conversation Dr. Gibson
directed Dr. Sobhan to the appropriate data sets and variables. Dr. Sobhan indicated that he would
perform the analysis and notify Novartis of the outcome.

Attached are specifics regarding the analyses performed for the primary variable in Protocol 036 and
the specifics on the approximate intent-to-treat analysis that will be performed. '



ponist: | 2
If you have any questions or comments conceming this submission, please contact nic-at (973) 781-
 3665. ) ' T o '

Sincerely yours,
Lyin Mellor = = -
Associate Director
: Drug Regulatory Affairs
x
- %
. - 4
N

]



ORIGINAL

U) NOVARTIS . e St omnsn 255 02 S

East Hanovez, NJ 07936-1080

Tel 973 781-3665
Fax 973 781-3590

i 4

— -September 20, 1999
Lisa Rarick, MQ NDA No. 20-323/S-021
Acting Director? ' Vivelle®(estradiol
Division of Reproductive and Urological _ transdermal system) -
Drug Products/HFD-580 e
-Office of Drug Evaluation Il :
Attn: Document Control Room 17B-20 :me';:::rtrif:':tto a pending
Center for Drug Evaluation and Research appreahon
5600 Fishers Lane .
Rockville, Maryland 20857 & Proposed Draft Labeling:

Geriatric Use

Dear Dr. Rarick:

Reference is made to our Supplemental New Drug Application (S-021) to Vivelle ® (estradiol
transdermal system) NDA 20-323 dated April 30, 1999. The supplement is to revise the
current labeling to remove the restrictive language in the Dosage and Administration Section
of the label that states that some women taking the 0.0375 mg/day dosage may experience a
" delayed onset of efficacy. In addition, as requested by the agency.on February 4, 1999, the
Clinical Pharmacology Section of the label was updated in accordance with the Draft Labeling
Guidance for Non-Contraceptive Estrogen Drug Products — Physicianand Patient Labeling
9/3/98. - ' :

At this time we are submitting an amendment to the pending application to make limited
revisions in thedabel to reflect certain aspects of the Draft Labeling Guidance for Non-
Contraceptive Estrogen Drug Products — Physician and Patient Labeling 9/8/98, and to add
three adverse events reported from post-marketing experience.

in addition, we are also including in this amendment to the pending supplement proposed
labeling for the Geriatric Use subsection of the label. ¥

Attached are the revised draft label (Attachment 1) and an annotated draft label (Attachment

2) reflecting these changes. The new proposed changes in the draft annotated label are in

Italics and bolded to distinguish the new revisions from the revisions submitted on April 30, -
1999. The April 30® revisions are only ur-ierlined in the draft annotated label. In addition, the
draft label and draft annotated label are provided on a diskette in Word 6. ‘

A Spontaneous Report listing to support the addition of three adverse events reported from
post-marketing experience to the ‘Adverse Reaction’ section of the label is provided in
Attachment 3.



Lisa Rarick, MD 2 ~-™ NDA No. 20-323

Regarding the addition of the ‘Geriatric Use’ subsection to the label pleaserefﬁaiggur NDA
~ 20-323 for Vivelle (estradiol transdermal system), CFR 201.57(f)(10), and to the Final Rule
entitied, “Specific requirements on Content and Format of Labeling for Human Prescription
Drugs; Addition of ‘Geriatric Use’ subsection in the Labeling,” effective August 27, 1998.

As directed by the Final Rule, we have completed a review of available controlled studies, of
information gathered from other studies and experience (including our database of
spontaneous adverse drug reaction reports), and of pertinent information from well-
documented studies discovered via a literature search. No adequate and well-controlied
studies have been conducted in the geriatric population. In addition, the anber of patuents
over 65 years of age enrolled in clinical studies not isolated to geriatric parhcnpants is
insufficient to permit a generalization regarding limitations or effects of dosing in this
population. Also, no significant safety issue in the geriatric population was identified in review
of the.spontaneous report adverse event rate by age. Further, a review of the medical
literature hagg]nnlaﬂy revealed no findings pertinent to appropriate treatment of geriatric
subjects.

Based on these data, we propose the following ‘Geriatric Use’ subsection be added to the
PRECAUTIONS section of the package insert for this product:

_// ’
In support-of this proposal, we are providing a description of the supporting documentation
including a complete listing of literature reports reviewed. (Attachment 4).

If you have any questions or comments concerning this submission, please contact me at
(973) 781 3665 _

Sincerely yours,

/M

- Lynn Mellor
SR Associate Dlrector
. Drug Regulatory Affairs
Viveffi.doc . , o 2
_Attachments: -Form 356h

REVIEWS COMPLETED
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> NOVARTIS

June 18, 1999

NDA No. 20-123

Lisa Rarick, MD

Acting Director Vivelie®(estradiol

Division of Reproductive and Urologlcal transdermal system)

Drug Products/HFD-580 R

Office of Drug Evaluation Il .

Attn: Document Control Room 17B-20 ls\?er::::::t toa Pendm{g/
Center for DrugEvaluation and Research Supplement ‘

5600 Fishers Lane , : ‘7/
Rockville, Maryland 20857 ' \)l 4 M?

Dear Dr. Rarick:

Reference is made to our Supplemental New Drug Application to-Vivelle (estradlol

transdermal system) NDA 20-323 (S-021), dated April 30, 1999. The supplement is to revise

the current labeling, to remove the restrictive language in the Dosage And Administration

Section of the labeling that states that some women taking the 0.0375 mg/day dosage may
experience a delayed onset of efficacy. . - —

In addition, reference is made to a request from Ms. Diane Moore, Project Manager. on June
15, 1999, to submit revised language. for the debarment certification statement to comply with -
the Draft Guidance for ladustry‘Sumeﬂg—Debannent Cemﬁcatlon Statements dated
September 1998.- :

At this time Novartis Pharmaceuticals Corporatidn hereby.eertiﬁes that it did not and will not
use in any capacity the services of any person debarred under section-306 of the Federal
Food, Drug, and CosmeﬁcAcLin.connection—udcheapplication referanced-above.

If you have any questions or comments concemmg this submission, please contact me at
(973) 781-3665. _ —h

- . . - - mEem e A -
B S e -

- S .- - - - ——— -

e Snneerelyyours.

L .. Lynn Mellor -
R Associate Director
---—..- Drug Regulatory Affairs- — -
Attachments: Form 356h ‘
REVIEWS COMPLETED
Submitted in duplicate .
CSO ACTION;
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April 30, 1999

Lisa Rarick, MD L NDA No. 20-323 .

Acting Director Vivelie®(esfradiol
Division of Reproductive and Urological . transdermalsystem)
Drug Products/HFD-580 _ -

Office of Drug Evaluation Il Efficacy Supplement

Attn: Document Control Room 17B-20
Center for Drug Evaluation and Research
5600 Fishers

Rockville, Maryland 20857 ' : ’ -
Dear Dr Rarick: ) N

We are submitting a Supplemental New Drug Application to Vivelle (estradiol transdermal
system) NDA 20-323, to revise the current labeling, to remove the restrictive language in the
Dosage And Administration Section of the labeling that states that some women taking the
C.035 mg/day dosage may experience a3 delayed onset of efficacy.

Reference is made to a pre-meeting package submitted on January 21, 1999, and
agreements reached in a February 4, 1999 teleconference with the Division and a subsequent
agreement on April 19, 1999. The present supplement includes the clinical trial report for B
Protocol 036 that confirms the efficacy of the 0.0375 mg/day dose in the treatment of
moderate to severe vasomotor symptoms associated with menopause and an Integrated
Summary of Efficacy. In addition, the clinical trial reports for Studies 1003-A and 1003-B, the
Original Integrated Summary of Efficacy, and the reanalyzes of Study 1003-A that were
submitted in the Original NDA application are being resubmitted in this supplement. However,
as agreed with the Division selected information from the clinical trial reports is being
resubmitted which includes the text of each study report; summary {gbles for
baseline/demographics, primary efficacy variables and the secondary efficacy variable for
severity of hot flushes; and the same information for the statistical analyses tables as the
summary tables. An Integrated Summary of Safety section is not applicable for this
supplement, however safety data from Protocol 036 is included in the clinical trial report.

As noted in our January 21, 1999 correspondence, all Case Report Forms (Protocol 036) for -
this sSNDA which are required under 21 CFR 314.50(f)(2) are only submitted electronically on
CD-ROM. Case Report Forms for Studies 1003-A and 1003-B were previously submitted in’
the Original NDA and are cross referenced to the previous-submission. Infaddition, selected
efficacy data files for Study 036 are provided electronically in SAS (versiop 6.12) as agreed to
on February 4, 1999. Also, as requested text files in Word 6 are provided for Protocol 036,
the new Integrated Summary of Efficacy, and the draft package insert.

REVIEWS COMFLETED

CSO ACTIM: _
s Owar wewo

CSO RITIALS , DATE




Lisa Rarick, MD 2 .. NDA No. 20-323

In addition, the Clinical Pharmacology Section of the labeling has been upda in accordance
with the Draft Labeling Guidance for Non-Contraceptive Estrogen Drug | Products~ _Physician
and Patient Labeling 9/8/98 as requested by the Division on February 4, 1999. ..

There is no new Chemistry, Manufacturing and Controls information being submitted in this
supplement, therefore a Field-Copy will not be provided to the New Jersey District Office.

The FDA User Fee for this application (User Fee ID 3692) was submitted on April 8, 1999.

Iif you have any questions or comments concerning this submission, please contact me at
(973) 781-3665.

LY

R Slncerely yours,
- _ : Lynn Meller
) Associate Director ..
Drug Regulatory Affairs
vivfda.doc
Attachments: Form 356h a

Volumes 1-26

Copy of cover letter: Ms. Duane Moore, Pro;ect Coordmator Division of Reproductwe and
Urological Drug-Products - —~——————--— —-=-== —=—=-

Copy of cover letter: Regina.Brown, NJ District Pre_-ApprovaI.lnspection Coordinator




Minutes of Teleconference =3 .~
Date: January19,2000  Time:1:00 - 1:15PM - -~ - Place: Parklawn; Diane Moofe’s Office
NDA: 20-323 Drug Name: Vivelle (estradiol transdermal system)

Indication: Hormone Replacement Therapy (HRT)

External Constituent: Novartis Pharmaceuticals Corporation _ F '
Type of Meeting: Labeling Guidance (Chemistry) )
FDA Lghd: Dr. Moo-Jhong Rhee External Lead: Ms. Lynn Mellor

Meeting Reco'rﬂar: Ms. Diane Moore

FDA Partmpants

Diane Moore — Regulatory Project Manager Division of Reproductive and Urgloglc Drug Product
(DRUDP; HFD-580)

Moo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemlstry II (DNDC I)

@ DRUDP (HFD-580)

External Participant:
Lynn Mellor — Associate Director, Drug Regulatory Affairs, Novartis

Meeting Objective: - ' S . -
To discuss the * - - — in the labeling for the Vivelle label.

Background: Previous labeling contained —— - section of the labeling
for Vivelle NDA 20-323. —— -

Discussion Items:
o the legal established USAN— —— :
e USP describes the . - : . =

i VI

Declsnons Reached'

o ‘the tradenanf, established name, and chemical name should be shown in the labeling

o although otler labels currently contain? .- o ——- """ 7 77T
been overlookedmthepast,bmtobeoons:stent,ﬂ)ey shonld allberevnsedtousethesame
terminology; —

* regaiiing pediatric exclusivity, the sponsor feels that it is not nececsary to request a waiver for
pediatric studies for this supplement because it falls under one of the listed indications to be granted
a waiver, i.e., symptoms of menopause under the Pediatric Final Rule, CFR 314.55( c); this



NDA 20-323/S-021
Minutes of Telecon, January 18, 2000

supplementnsnotanewmdxcanon,anewdosageform,anewchcmxcalenmy axi" \i_teof ~
administration or a new dosmg regimen and therefore, the rule does not apply here: Division
agrees that a request for a waiver for a ppdxa:nc smdy is not necessary for this supplcment

¢ Action Items:
o Item: ) Responsible Party: Due Date:
e discuss proposal® —— Ms. Mellor ‘ 1-week
internally and respond to FDA request _
e respond regarding Clinical Ms. Mellor " l-week
Pharmacology section revision proposal : o
A - —— . S
N -
= s Y - ~ -
Signa er Concurrence, Chair
/I Tt IS
cc: L4
HFD-580 ' -

HFD-580/SAllen/MMann/SSlaughter/PPrice/TRumble/DMoore/MRhee/AMitra
HFD-580/TRumble/DMoore

Concurrence:
TRpmble 1.24.00/MRhee 1.28.00

APPEARS THIS WAY
ON ORIGINAL -



Minutes of Teleconference ":s -

Date: January 18, 2000 Time: 2:00 - 2.30 PM Place Parklawn, Rm. 17B43
NDA: 20-323 . Drug Name: Vivelle (estradiol transdermal system)
Indication: Hormone Replacement Therapy (HRT) _ '

External Constituent: Novartis Pharmaceuticals Corporation - : -
Type of Meeting: Labeling Guidance | |
FDA Lead: Dr. Shelley Slaughter External Lead: Ms. Lynn Mellor

Meeting Reco'r?a': Ms. Diane Moore

FDA Participants: “

Marianne Mann, M.D. - Deputy Director, Division of Reproductive and Urclogic Dmg Product
(DRUDP; HFD-580)

Shelley Slaughter, M.D., Ph.D. ~Medical Team Leader, DRUDP (HFD-580)

Phill Price, M.D. - Medical Officer, DRUDP (HFD-580)

Diane Moore - Regulatory Project Manager, DRUDP (HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics I (DBI) @ DRUDP (HFD-580)

Lisa Stockbridge, Ph.D. - Regulatory Reviewer, Division of Drug Marketing and Communication
(DDMAC; HFD-42) _ o o

External Participants:

Lynn Mellor - Associate Director, Drug Regulatory Aﬁ'ans, Novartis

Stephanie Barba — Therapeutic Area, Drug Regulatory Affairs, Head

Eric Gibson, Ph.D. - Statistician

Nathalie Ezzet, Ph.D. - Statistician

Marie Roberts - Clinical )
Sonja Pearse, M.D. - Clinical Safety and Epidemiology PR
Neal Sailer - Marketing - :

Meeting Objective: To discuss the Vivelle label. : BN

Background: The.: sponsor sent a telefacsirnile dated January 18, 2000, which contained a copy of the
sponsor’s June 21, 1999, response to the Agency’s June 14, 1999, letter regarding the addition of
language conceming venous thromboembolism.

 Discussion Items: ¥

e the sponsor has agreed to most of the proposed labeling revisions proposed by DRUDP; however, the
sponsor objects to the addition to this label of langrage concerning venous thremboembolism and

has submitted a copy of their June 14, 1999, letter in support of that position




IV LU=ILIID=ULIL

Minutes of Telecon, January 18, 2000

e the sponsor maintained that they do not have adhesion data, as requested; the sponsﬁnbm:ttc& a
comment to the 1992 Noncontraceptive Estrogen Labeling Guidance regarding the neéd- fora
standardized protocol to collect adhesion data so that the various studiés address the same aspect of
the issue

o  the sponsor included a figure describing changes in vasomotor symptoms at Weeks 3-4, 5-8, and 9-12
in the intent-to-treat (ITT) population in response to the Division’s request to include a table or
figure describing changes in vasomotor symptoms at Weeks 4, 8 and 12 in the placebo and Vivelle
0.0375 mg arms in the ITT population; the sponsor did not have complete diary data from all patients
at baseline and Weeks 3 and 4; therefore, the figure presented represented an a\érage of Weeks 3-4,
5-8,and 9-12

e the baselines in the figure are the average numbet of hot ﬂushes per day wh:ch was 10-12 for placebo
and treatment combined

/ - ’ - < —
: \\h“é ‘- e
Decisions Rnched' . ' ‘-

e comments regarding the thromboembolism subsection of the labelmg can be addressed in a
subsequent labeling supplement once the 1999 Noncontraceptive Estrogen beling Guidance is
finalized

o the Chemrsts will discuss

T

the 4.4 + 2.3 half-life for estradiol in the PK section is acceptable
the Adhesion subsection should appear separate from the two adjacent subsections and should be
bolded
¢ astudy to analyze adhesion propertxes of the transdermal system will be required to address the
adhesion section of the labeling when the 1999 Estrogen Labeling Guidance is finalized
e DRUDP will supply the sponsor with a copy of the draft Estrogen Guidance for guidance to
developing an appropriate adhesion study protocol
the sponsor’s figure representing data averages for Weeks 3-4, 5-8 and 9-1¢is not acceptable
the sponsor will provide the-data in the form of a line graph for Weeks 4, 8 and 12 ‘
“standard deviation (SD)” should be incorporated into the title of the figurey,
the mean change from baseline values are not on the figure; the raw number of hot flushes are not
shown; it is acceptable to not include ‘the raw numbers of hot flushes in the figure, but the baseline
should be included in the text under the figure
the sponsor will provide DRUDP with analyses for figure for review prior to amending the labeling
in the Clinical Studies subsectlon, the sentence that reads, “All doses of Vivelle (0.0375 mg, 0.05
mg, 0.075 mg, and 0.1 mg) ™ —— — - for the control of otor symptoms.”
should be replaced with the following sentence: “All doses of Vivelle (0.375 mg, <— ,, 0.075mg
and 0.1 mg) are —— effective for the control of vasomotor symptoms™ .
. mtheADVERSEEVENTSsecnon,thesemencethatreads,“Rashwasreponed — inthese
. trials.” should be r vised to read, — -
— so that the numbers are specific and terms such as — are avoided
sponsor will submit a labeling amendment including the revisions as agreed




NDA 20-323/8-021

Minutes of Telecon, January 18, 2000 e
Action Items: ‘ , S T
Item: Responisible Party: Due Date:
provide DRUDP with analyses for new Novartis 1-2 weeks
figure.

¢ DRUDP to simultaneously analyze data DRUDP 1-2 weeks
for graph :

e submit labeling amendment to Novartis - 1-2 weeks
Supplement 021 , g

Y Rl
Signatﬁg recorder : ‘ Eoncun_'ence, Chair /
cC: '. - . ‘ . ‘o
HFD-580 ’

HFD-S80/SAllen/MMann/SSlaughter/PPnccfl'Rumble/DMoore/LKammermanMSobhan
HFD-580/TRumble/DMoore

Concurrence:
TRumble 1.24.00/PPrice, LKammerman 1.27.00/MMann 1.28.00/SSlaughter 1.31.00

Concurrence not received from LStockbridge

ORTiNn o

zl:‘”ﬂ



) tNovartis =

sPharmaceuticals

“ “

Fax = ¢

Tos DianeMoor! ] From: Lynn Mellor
Mezaotaz;m' | Date: 011800 .
" Re:  VivelleNDA20-323 ce: T -

DUrgemt O ForReview (Please Comment (IPleaseReply [ Please Recycle

Dear Diane,

Refermsmademwteleﬂ’memersatmtoday 1 received your fax which provided for a copy-of
the FDA June 14, 1999 letter concefinng the hypercoaguabiity section of the labeling. The language
specified is from the 1998 drat labeling guidanca. Attached iS a copy of a letter from Novartis dated June

21, 1999mwhchweMmbduMbﬂemanthappmmnmebbe&ggum
is finalized.

Sncerely.
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June 21: 1999

LisaRarick, MD ‘_ " NDANo.26323/5-017
Acting Director C . _ Vivelle®(estradiol
Division of Reproductive and Urologiwl transdermal system)
Office of Drug Evaluationt ~ ~~
Attn: Document Control Room 17B-20 Response o Request for
Center for-Ekrug Evaluation and Research L ——
5600 Fishers Lane N
Rockville, Maryland 20857 . ' e

: - -\
Dear Dr. Rarick

Reference is made to your letter dated June 14, 1999, conceming our Vivelle (estradiol
transdenmal system) NDA 20-323 ‘Special Supplement — Changes Being Effected’ (S-017),
dated March 19, 1998, regarding the addition of language concerning venous
thromboembolism. As noted in the correspondence this label'ng supplement had an
implementation date of August 1998.

In a telephone conversation with Ms. Diane Moore. Prqed Manager on June 18 1999 twas

agreed that the venous thromboembolism language that the agency requested to be
incorporated into the labeling for this product is from the Draft Labeling Guidance for Non-
Contraceptive Estrogen Drug Products, dated September 1998. Furthermore, for the
Package Insert, this language appears under the WARNINGS section in the Draft Guidance
whereas in the June 14, 1999, Jetter from the agency it was requ&cted to be placed under the
PECAUTIONS sedion of tha Iahel :

- 1\

It you have any questions or comments concemmg this submission, please contact me at
(973) 781-3665.

~ Associate Director
Drug Regulatory Affairs -

 Submitted in duplicate

Attachments: Form 3566.



Meeting Minutes - B
Date: December 6, 1999 -Time: 11:00 AM-12:00 PM Place: Pﬁrklawn; Room 17B4S5
NDA: 20-323/S-021 Drug Name: Vivelle (estradiol transdermal system) 0.0375, 0.05, 0.75,
0.1 mg/day o

Indication: Estrogen replacement therapy (ERT) ‘ | -
Sponsor: Novartis Pharmaceuticals Corporation
Type of MeetElf: l._dbeling

FDA Lead: Dr.Shelley Slaughter

Meeting Recorder: Ms. Diane Moore.

-y

FDA Participants:

Marianne Mann, M.D. - Deputy Director, Division of Reproductive and Urologic Drug Product
(DRUDP; HFD-580)

Shelley Slaughter, M.D., Ph.D. — Team Leader, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Phill Price, M.D. - Medical Officer, DRUDP (HFD-580)

Moo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II (DNDC Im.
@ DRUDP (HFD-580)

Diane Moore — Regulatory Project Manager, Division of Reproductlve and Urologic Drug Products *

. (DRUDP; HFD-580)

Venkateswar R. Jarugula, Ph.D. -Pharmacokinetic Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Wakel Kamp Barnes Monique, M.D., Ph.D., OCPB HFD 870

Mahboob Sobhan, Ph.D. — Statistical Reviewer, Division of Biometrics I1 (DBII) @ (HFD-160)

: 4

Meeting Objective: To continue discussion of the labeling for Supplement 21.
Discussion Poiats: -
e Chemistry _
o the.issue regarding the printed labeling on the actual patch will be addressed in another
supplement which will be submitted by the sponsor as a Chemistry supplement to the NDA

Decisions Reached: - : , »

® the Agency proposed revisions for the Vivelle labeling supplement S-021 are incorporated into the
attached version of the Vivelle label; additions are denoted by double underlines and deletions are.
denoted by strikeetts; comments and requests for further information are delineated by bolded 14

point font; (note: figures and chemical structures wre not included)
e instead of the present copy of the Information for the Patient from the physician’s insert for the

patient package insert, a separate patient package insert should be proposed following the plain
English initiative with patient friendly language following the MED GUIDE format (reference femhrt

label)



Meeting antes ﬁ .
Date: November]? 1999 Time: lOOPM 2:00PM Place Parklawn,Room l7B-45 V

NDA: 20-323/8-021 Drug Name: Vivelle (estradiol transdermal system) 0.0375, 0.05, 0.75,
0.1 mg/day

Indication: Estrogen replacement therapy (ERT) _ -

ey

Sponsor: Novartis Pharmaceuticals Corporation .
Type of Meeting: Labeling and Status

FDA Lead: Dr, Shelley Slaughter

Meeting Recor:l?r Ms Diane Moore |

FDA Participants: B

Shelley Slaughter, M.D., Ph. D Team Leader, Division of Reproductive an&Urologxc Drug Products
(DRUDP; HFD-580)

Phill Price, M.D. - Medical Officer, DRUDP (HFD-580)

Diane Moore — Regulatory Project Manager, Division of Reproductlve and Urologic Drug Products
(DRUDP; HFD-580)

Rajiv Agarwal, Ph.D. — Chemist, DNDC II @ DRUDP (HFD-580)

Ameeta Parekh, Ph.D. - Pharmacokinetic Team Leader, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics Il (DBII) @ DRUDP (HFD-580) "

Mahboob Sobhan, Ph.D. — Statistical Reviewer, Division of Biometrics Il (DBII) @ (HFD-160)

Lisa Stockbridge, Ph.D. - Regulatory Reviewer, Division of Dmg Marketmg, Advertising and
Communication (DDMAC HFD-42) .

Meeting Objective: To discuss the labeling for Supplement 21 and the status of the reviews.

Discussion Points:
e Chemistry -
o the actual transdermal system should have a printed label which includes the tradename and the
release rate of the patch; the certificate of analysis (COA) for the ink apd other technical
information regarding the procedure should be submitted to the NDA either to this supplement or
to a subsequent chemistry supplement; if the materials are the same as for NDA 20-538, the data
previously submitted to that NDA could be referenced
e mock-up labeling for NDA 20-323 should be submitted for re\new
e Clinical Pharmacology and Biopharmaceutics
e the sponsor has proposed revisions to the Clinical thnacology section of tze label that are
redundant
e areview has been completed; a memo discussing the labeling will follow
e Clinical
® newer estrogen products are now required to provide relevant clinical study data supporting the
indications previously granted under estrogen class labeling; this product has the estrogen class

4



Meeung Minutes, November 17, 1999

labelmg indications but did not provide clinical data for some of the approved indications; - this
issue should be addressed by the sponsor in the near future =3 N

e in the Clinical Studies subsection, Table 1 (Mean change from baseline in daily frequency of
hot flushes for Vivelle compared to placebo) in study 1 (efficacy evaluable population N=209),
the patients presented are evaluable patients which makes the data misleading; the data should
reflect the intent-to-treat population to be statistically significant

e the Division has reanalyzed the data; Study 36 was powered sufficiently to demonstrate
statistically that the 0.0375 mg dose beats placebo; Table 1 and Table 2 could be replaced by a
table showing the results of Study 36 with the 0.0375 mg dose and placebo so that the lowest
effective dose is depicted in the labehng; patients could be titrated to lnghe{doses as needed as

described in the text A -

Decisions Reached: )
* - e \\\.\

- 7 - N eling

4 N

4 \
E - | cussed
/ N \
; posed
A4 r mlcﬂ\l r Il\r'vhdsg AL
------ e o - . A
- J
PR tiiig g lel - L S
e Adtion Iteins: o A
e Item: - Responsible Party: ~ Date Due:
e revise Clinical Studies section Drs. Slaughter and Price November 29, 1999
e revise Biopharmaceutics section  Dr. Jarugula November 29, 1999
e’ convey comments to sponsor’ Ms. Moore S November 30, 1999 :
e schedule labeling meeting Ms. Moore receipt of revised |
sponsor labeling '

. ‘ e . . » . : 4 -
IS/ ’%4/ . _ zgé Y
Signaturd, recorder 7/ Concurrence, CHai e M

. - ermmm— cge: e = o e e - -— - -



Minutes of Teleconference - '# N

‘Date: Novembgr 2, 1999 Time: 11:30 AM - 12:99 PM _ - Place Parklawn, Rgom 17B-45
NDA 20-323/S-021 Drug Name: Vivelle (estradiol transdermal system) 0.0375, 0.05, 0.75, -
0.1 mg/day

Infiica'tion: Estrogen replacement therapy (ERT)

External Constituent: Novartis Pharmaceuticals Corporation; ¢

Type of Meetiné: Guidance (Statistical) . o

FDA Lead: Dr. Maboob Sobban | External Lead: Ms. Lynn Mellor

Meetlng Rnorﬂr Ms. Diane Moore

"FDA Particxpants L e
Phill Price, M.D. - Medical Officer, DRUDP (HFD-580)
Diane Moore - Project Manager, Division of Reproductive and Urolog:c Drug Products (DRUDP; |
HFD-580)
Mahboob Sobhan, Ph.D. - statistical reviewer, Division of Biometrics Il (DBII) @ (HFD-160)

External Participants:

Lynn Mellor — Associate Director, Drug Regulatory Affairs, Novartis

Nero Gupta, M.D. - Clinician, Novartis

Eric Gibson ~ Statistician, Novartis - o -

Meeting Objective: To request information on the intent-to-treat (ITT) population from Protocol 36.

Discussion Points: o
e an analysis of the ITT population during the first treatment cycle was not provided in this
submission; the location of the data is also not clearly delineated; the Division is requesting the
- sponsor provide the analysis or describe the location of the data in the submission
e the sponsor noted that three patients receiving Vivelle and seven patients feceiving placebo had less
than 10 days of data during the first 4-6 weeks of the first cycle; the sponsor felt that those patxents
did not meet the inclusion criteria in the last 10 days of Cycle One and sh l;“g‘uld not be included in the
analysis; the patients in the analyzed group were referred to as “acceptable patients”
e upon analysis of the data, it appears that the ITT patient population is not included in the analysis in
_ Cycle One; ail “acceptable patients” are not ITT patients
e two patients on placebo did not receive any drug and have no post-baseline measurements; one o
patient on active drug has no diary data from the last two weeks of Cycle One; thesepatxents maybe
excluded from the ITT population '
e in Module 1, Table 6.1.1, the numbers do not agree in the efficacy analysis for Cycle Three; for ,
patients who do not have complete diary data, data from the last two full weeks of diary data can be
averaged and used to carry forward as delineated out in the analysis report




ﬁncsponsonsmtheprocessofmxgmtmgallsmdydataﬁ'omanoldcomputersystemtoanupgraded .

system; any reanalysis of data would take one month to complete; the study data fm: oT -
population may be obtainable from the submitted data in 1 <—>  using baseline difafrem that file

.y -

Decisions Reached: ’ i

out of the 259 total patxents one patient in the Vivelle group and two pauznts in the placebo group
can be excluded from the ITT analysis because no treatment had been given to them; the remainder
that were not included in the analysis should be included and the data reanalyzed

the FDA statistician will attempt to retrieve the data from the electronic file and perform an analysis

of the data; if the data is not easily obtained, the sponsor will be requested to sugmxt a reanalysis of
the data for the ITT population

additional detailed information regarding the location of the submitted data will betonveyed directly
from the sponsor’s statistician to the Agency statistician

Action Items: - _ .
Item: - ' Responsible Party: . Date Due:
discuss exactJgcation of data Drs. Sobhan and Gibson. 1 day
reanalyze submijfted data Dr. Sobhan 1-2 weeks

: \——"
cc:

:\ /S‘/ , u//,q/m o | /§f - nmqq

Signature, recorder Concurrence, Chair

HFD-580
HFD-580/LRarick/MMann/SSlaughter/PPrice/TRumble/DMoore/LKammerman/ENevius/MSobhan ~

Concurrence:

TRumble 11.15.99/MSobhan 11.17.99/PPrice 11.18.99
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Meeting Minutes 1:3

Date: October 27,1999 Time: 11:00-11:30 AM. o Place Parklawn, Rm. 17B-43
NDA: 20-323/S-021 Drug Name: Vivelle (estradiol transdermal system) 0.0375, 0.05, 0.75,
' 0.1 mg/day

Indication: Estrogen replacement therapy

ey

Sponsor: Novartis Pharmaceuticals

Type of Meeting: 6-Month Status Meeting

FDA Lead: Ms, Diané Moore

Meeting Reco}:l‘:eln Ms. Diane Moore

FDA Participants: e

Phill Price, M.D. - Medical Oﬁicer, Division of Reproductive and Urolognanlg Products (DRUDP;
HFD-580)

Diane Moore - Project Manager, DRUDP (HFD-580)

Mahboob Sobhan, Ph.D. Pharmacokinetics reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB; HFD-160)

Wakel Kamp Bames Monique, M.D., Ph.D., OCPB HFD 870
Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics Il (DBII) @ DRUDP (HFD-580)

Meetihg Objective: To discuss the status of NDA 20-323, Supplement 21 for the removal of the
efficacy disclaimer for the low dose (0.3 mg dose) tablet for vasomotor symptoms

currently in the labeling.

Background: The supplement was submitted on April 30, 1999. The User Fee Goal Date is March 2,
2000. The supplement was considered fileable by consensus of the reviewers on June 15,
1999. No official filing meeting was held. . :
Decisions Reached: ?
e Clinical :
o the Medical review is targeted for completion by the end of Novemhml999
_ e safety is fibt an issue in this supplement because the 0.0375 mg/day dose is the studied dose in
this supplement; higher doses are currently being marketed
¢ although the original NDA included two studies intended to demonstrate safety and efficacy of
all doses (Studies 1003 A and B), the first study (Studies 1003 A) was not powered adequately to
demonstrate efficacy of the 0.0375 mg/day dose of estradiol at the 4-week tirge point; Protocol
036 was submitted to support the efficacy of the 0.0375 mg/day dose at 4 weeks in order to
remove the restrictive language in the labeling
e two tables have been requested from the sponsor using ITT and evaluable patxents
» Statistics
o the statistical review is targeted for completion by the <nd of November, 1999; additional data
should be requested from the sponsor if not found in submitted SAS data



Meeting Minutes, October 27, 1999

e the treatment effect of the 0.0375 mg/day strength is two hot flushes at 4-weeks; the confi dence
interval (CI) has not been provided 4:5 -
e no intent-to-treat (ITT) data was submitted for the first treatment cycle, this mfonnaho_n_ is
- critical for the support of efficacy during the 4-week time point o
e  Pharmacology/T oxicology
¢ no issues to be discussed; no review needed per Dr. Raheja for this supplemental apphcanon ;
e Chemistry and Manufacturing and Quality Control
. ] —— '
_ -
¢ Clinical Pharmacology and Blophalmaceutxcs
e the CLINICAL PHARMACOLOGY section has been refomlatted, tlns should be reviewed
accordmg to the wtmgen draﬁ gmdance

ey

Action Items: -«3 , '
e Item Responsible Person: Due Date:

e request additional statistical Ms. Moore and Dr. Sobhan ~ 1-week
data from sponsor : : - -
e request any additional labeling Ms. Moore 1 month
comments from sponsor -
e convey comments to sponsor ~ Ms. Moore "~ 1 month
Ve B
e ’ 7 / 7
Signature, recorder

Post Meeting Addendum: A teleconference was held with Ms. Lynn Mellor, of Novartis and Dr.
Sobhan and Ms: Diane Moore from the FDA at 3:00 PM on October 7 1999. The location of the data in
the NDA supplement, from the first cycle, for the ITT population was requested. If the location of the
data could not be clarified, the Division requested that VMS results for the first cycle be submitted.

P

e

Concurrence -
TRumble 11.15.99/MSobhan 11.17 99ILKammerman 11.19.99/PPrice, AParekh 11.22.99
- . N
Concurrence not received from MWakel Kamp Bames
cc: -
- . HFD-580

HFD-5 80/LRanckIMMannISSlaughtet/PPneefI'RumblelDMoore/APmkhMSobhan
HFD-580/MWakel Kamp Bames/LKammerman

-+
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Meeting Minutes =~~~

Date: June 15,.1999 Time: 3:00PM - Place: Parklawn; Rm. 17B-43
NDA: 20-323/S021  DrugName: Vivelle (estradiol transdermal system)
Indication: HRT .

ey

Sponsor: Novqrtié Pharmaceuticals

" Type of Meeting: Filing Mecting
_ FDA Lead: Dr-ilisa Rarick

Meeting Record:r Ms. Diane Moore .. ‘-

Meetmg Objective: To discuss the Fnleablllty of Supplement 21 toNDA 20-3‘23 by Novartis for
removal of the efficacy disclaimer for the low dose (0.3 mg dose) tablet for
vasomotor symptoms currently in the labeling. .

Background:
The supplement was submitted on April 30, 1999. The User Fee Goal Date is March 2, 2000

Decisions Reached: : i
e the clinical, chemistry, phmnacology, biometrics, bxophannaceutxcs reviewers agree that this
supplement is fileable; no concerns were made known at this time
the filing meeting was cancelled
the labeling meeting is scheduled for 1:00 PM on Novembcr 10, 1999

./) ’ ) o n
-

AR Wi’ , _gé é:,,,_.,,L/lr/?r
Signature, recorder : Sig Chair -

Post Meeiing Addendum' ' : N
cc: B
HFD-580

HFD-S80/LRmckIWmMSShugh&r/PPneeﬂRmblemMmre/EDegmaﬂ(MeakalAPmkNSHmdm '
HFD-580/TRumble/DMoore 4

-+

b B



Minutes of Telecoiiference . 3

Date: April 19, 1999 Time: 5:30 -5:35PM - Place: Parkiawi; Ms. M“ze sOfﬁce
NDA: 20-323 Drug Name: Vivelle (estradlol transdermal system)

Indication: Hormone replacem.em therapy (HRT)

External Constituent: Novartis Pharmaceuticals Corporation . )

Type of Meeting: Guidance _ - : ‘ -

FDA Lead: Dr. Lisa Kammcrman . L External Lead: Ms. Lynn Mellor

Meeting 'Recol‘.asg: Ms. Diane Moore

FDA Participants:

Diane Moore - Project Manager, Dnvnsron of Reproductive and Urologic Drug Products (DRUDP;
HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics II (DBll) @ ﬂRUDP (HFD-580)

External Participant:
Lynn Mellor — Associate Director, Drug Regulatory Affairs, Novartis

Meeting Objective:
To discuss the proposal to submit Study 103A and 103B in tables showing Least Squares (LS) mean and
arithemetic mean as part of the text of the clinical trial report in the proposed NDA supplement.

Background: It was agreed in the teleconference dated February 4, 1999, that the efficacy analysis, case
report forms and data files for Protocol 36, could be submitted in SAS tfansport files.

Decisions Reached:

o the proposed case tabulations can be submitted in paper form rather than electronic form

e data listings are not required for the clinical trial reports

e the primary efficacy variable is the change from baseline in thg number of moderate-to-severe hot
flushes; the secondary efficacy variable is the severity of hot flushes
the clinical trial reports should contain both LS mean and arithmetic mean
safety analyses from the previously reviewed NDA will not be submitt

-

e Action Items: none

/S/ 2 3/‘/‘/( ZS/ ’

- % 2 L Tk &

Signature, recorder ‘Concurrence, Chair ) 7644(_,

drafted: <~
cC:




Minutes of Teleconference @ =3 -
Date: February 4, 1999 Time: 2:00 -2:30 PM - Place: Parklawn; Ms. Moore’s Office
NDA: 20-323 Drug Name: Vivelle (estradiol transdermal system)

Indication: Hormone replacement therapy (HRT)

External Constituent: Novartis Pharmaceuticals Corporation 7
Type of Meetiﬁg: Guidance ST
FDA Lead: Ms. Diane Moore External Lead: Ms. Lynn Melior

Meeting Béc‘ader: Ms. Diane Moore

FDA Participants:

Diane Moore - Project Manager, Division of Reproductive and Urologxc Dmg Products (DRUDP
HFD-580) __

External Participant:

Lynn Mellor — Associate Director, Drug Regulatory Affairs, Novartis

Meeting Objective:

To convey decisions reached regardmg the Phase 4 protocol submitted by Novartis for removal of
efficacy disclaimer for the low dose (0.0375 mg dose) tablet for vasomotor symptoms currently inthe
labeling.

Background:

On March 24, 1994, the sponsor commmed to perform a Phase 4 study (Protocol 36) to define the
percentage of patients who receive relief of their vasomotor symptoms at the lowest dose (0.0375 mg).
In order to support the removal of the restrictive language in the Dosage and Administration section of
. the Vivelle® labeling referring to the 0.0375 mg/day dosage having a delayed onset of efficacy, the

sponsor plans to submit the following: >
e areanalysis of study 1003A (this was one of the two pwotal trials in the ongmal NDA
- submission)

e the oniginal integrated summary of efficacy (ISE) from the two préviously submitted pivotal
studigs (Studies 1003A and 1003B) as paper copies (not individual protocols)
e efficacy analysis, case report forms and data files for Protocol 36, submitted in SAS transport

files
e an integrated summary of safety (ISS) is not planned for submxmon, however, safety data from:
Protocol 36 will be included in the clinical trial report P .

R -

Decisions Reached: (see attached)

o the study appears to be powered appropriately

o theproposed submission of the ISE and second analysis from the previous studies and data from
Protocol 36 appear to be acceptable for a VMS indication for the 0.0375 mg dose

o the proposed formats for the electronic submissions are acceptable



'NDA 20-323
Meeting Minutes, February 4, 1999
the proposed case tabulations are acceptable "‘:5 N
the proposed text in WORD is acceptable for the package msert,Protocol%andtheanSB
the Clinical Pharmacology and Biopharmaceutics section of the label should be reformatted
according to the new Estrogen Labeling Guidance; adhesion data can be submitted, but it will not be
mandated until the estrogen labeling guidance has been finalized
e the submission containing the Phase 4 study and reanalysis of the two previously subrmtted studies
would qualify as an efficacy supplement which would require % the NDA User Fee
e the teleconference scheduled for February 4, 1999, can be cancelled

"“

e Action Items: none = , , =

;7’? Y7/

Ve

ee: ‘ «
HFD-580
HFD-5 80/LRa.nck/MMamx/SSlaughterlPPncelTRumblchMoore/EDegmalKMeakerlAParekh/SHmdar

HFD-580/TRumble/DMoore

-\

Concurrence:
TRumble 03.02.99

3  APPEARS THIS WAY o
- ON ORIGINAL
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Meeting Minutes, February 4, 1999 ' L

R .
. L S N
s

CONTENT/FORMAT ISSUES
We would like to obtain agreement on the following content related issues for the supplement:

J oz
e 3

:
L - - -

- ——

o CRF copies: will be provided for patients who dropped out due to an AE, had a clinically significant
AE, or clinically significant lab abnormalities. Please not, there were no patient deaths. In addition,
we propose Rot to submit CRFs that were previously submitted in the Original NDA, but cross
reference to tr§ previous submission (pertains to study 1003-A and 1003-B). CRF copies will be
provided elecuymcally according to the April 1998 FDA guidance document for regulatoty
submissions i in electronic format — NDAs. e

e Electronic data file submission: we propose to provnde electronic data ﬁles that support the efficacy
analyses for Protocol 036. The files will be provided in a SAS (version 6.12) transport format and
will include important baseline, termination, and efficacy measurements.

e Cise Report tabulations: for Protocol 036 data listings provided in an electronic document contain
all the data collected on the CRFs and derived data used for analyses. The listings are sorted and
presented by treatment, investigator center, patient, and visit for each domain (i.c., AEs, diary, vital
signs, etc.). The termination listing is sorted by reason for termination. Laboratory data is sorted by
investigator center, patient, and visit. We propose that these listings can be considered the case
report tabulations and no electronic data files (SAS) be provided.

o Text files in Word 6.0 can be provided upon request



Meeting Mmutes =3~
Date:_ __F_ebn_xgry 3,1999 Time: 130 -1:45PM . Plaee Parklawo,Rm 17B-43
NDA: 20-323 Drug Name: Vivelle (estradiol transdermal system)
Indication: HRT |

Sponsor: Novartis Pharmaceuticals

ey,

Type of Meeting: Guidance , : T
FDA Lead: Dr. Lisa Rarick
Meeting Re(miler: Ms. Diane Moore

FDA Partlclpants

Lisa Rarick, M.D. - Director, Division of Reproductwe and Urologic Drug Pmducts (DRUDP;
HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580) -

Shelley Slaughter, M.D., Ph.D. — Acting Team Leader, DRUDP (HPD-SSO)

Phill Price, M:D. - M.D. - Medical Officer, DRUDP (HFD-580)

Terri Rumble ~ Chief, Project Management Staff, DRUDP (HFD-580)

Diane Moore - Project Manager, DRUDP (HFD-580)

Eufrecina Deguia - Project Manager, DRUDP (HFD-580)

Ameeta Parekh, Ph.D. - Pharmacokinetic Team Leader, Office of Clinical Phannacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Sam Haidar, R.Ph., Ph.D. - Pharmacokinetics Reviewer, OCPB @ DRUDP (HFD-580)

Kate Meaker, M.S. - Statistician, Division of Biometrics Il (DBII) @ DRUDP (HFD-580)

Meeting Objective:

To discuss the Phase 4 protocol submitted by Novartis for removal of efficacy disclaimer for the low
dose (0.3 mg dose) tablet for vasomotor symptoms currently in the labeling.

Background: i I B 7o

On March 24, 1994, the sponsor commmed to perform a Phase 4 study to define the percentage of

patients who rgcerve relief of their vasomotor symptoms at the lowest dosgy3.28 mg).

Discussion Items: pp——_—

" e the proposed Phase 4 protocol appears to be adequate to demonstrate the amelioration of hot flushes
, for the 0.3 mg dose at three and four weeks )
e the efficacy data from one previous study for this dose was questionable; anofher study showed

. positive results for this dose -

* in this study, the vasomotor symptom relief appears ‘to be srgmﬁcant to support efficacy of the 0.3
mg dose beginning at the third week

o the reanalysis of the less convincing study also appears to support the proposed efficacy of the 0.3
mg dose at three weeks



M¥etmg Minutes, February 3 1999 -

Decisions Reached: .- S e

! S
e the study is powered correctly
the proposed submission of the ISE and second analysis is acceptable to support a potential VMS
indication for the 0.3 mg dose
the proposed electronic submissions are acceptable . :
the proposed case tabulations are acceptable » S -
the proposed text in WORD is acceptable ' '
the Clinical Pharmacology and Biopharmaceutics section of the labe} should be mfonnatted
according to the nnew Estrogen Labeling Guidance
o this submnsﬁs_,m would qualify as an efficacy supplement which would require % the NDA user fee

“"‘

Action ltems _ ‘
Item s Responsible Person: DueDate:
convey comments to sponsor Ms. Moore 3days
?‘cz__-a;s__.‘__é}w > \ /5%7 : —r L e =, JICIDT
ignature, recorder Signature, Chair
Post Meetmg Addendum:

In a telephone conversation between Lynn Mellor of Novartis and Diane Moore, dated February 4, 1999, -
the above comments were conveyed and it was agreed that the Telecon scheduled for February 4, 1999,
could be canceled. It was further clarified that the data reanalysis was from the original data from study
1003-A in the original NDA submission (see teleconference minutes dated February 4, 1999).

)10k

cc:
HFD-580 -

HFD-5 SOH.RanckIWann/SSlaughtcrlPPncefI'Rmnblc/DMooreLEDeguleMeakerlAParekh/SHmdar
HFD-S 80/1'RumblelDMoore

Concurrence: = -
TRumble 02.22.99/KMeaker 02.24.99IMMann 02.25.99/EDeGuia 02.26.99
LRarick, SHaidar 03 01.99

Concurrence not received from SSlaughter/PPrice/AParekh



NDA 20-323/8-021

Vivelle® (estradiol transdermal system) 0.0375, 0.05, 0. 75, 0.1 mg/day o
Novartis Pharmaceutxcal Corpomtlon

=
. .Advisory Committee Meetmg Minates- - _ e

This supplemental application was not the subject of a Advxsory Commmee Mecnng



NDA 20-323/8-021

Vivelle® (estradiol transdermal system) 0.0375, 0.05, 0.75, 0.1 mg/day L
Novartis Pharmaceutical Corporation .. . e N
. Federal Register Notices . - . ... ~~—=

This supplemental application-was not the subject of any Federal Register Notices.
5 APPEARS THIS WAY -
- ON ORIGINAL
-.".5—7. TS :. fofau - Tt oTTvL TaF J- ==
- - - - - =T f._ﬁ_ Z =
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Novams Pharmaceutical Coxporatlon
Adverhsmg Material

’

No advertising material has been submitted.



\..,,2 . o L : . _Food and Drug Administration
_ et , ~ Rookyille MD 20857 _
NDA20-323/S-021 - e "

Y
Novartis Pharmaeuticals Corporatxon MAY -4 3

59 Route 10
East Hanover, New chsey 07936-1080

“'i“

Attention: Lynn Mcllor Associate Dlrector .
Drug Regulatory Affairs - S -
Dear Ms. Mellor
We acknowl?ge receipt of your supplental apphcat:on for the followmg'
. Name of Drug: Vivelle
NDA Number: 20-323
Supplement Number: S-021
Date of Supplement: ' April 30, 1999
Date of Receipt: May 3, 1999

Unless we find the application not acceptable for filing, this application will be filed under
Section 505(b)(1) of the Act on July 2, 1999 in accordance with 21 CFR 314.101(a).

All communications concemning this NDA should be addressed as follows

Center for Drug Evaluatxon and Research .- 4
Division of Reproductive and Urologic Drug Products, HFD-580
- Office of Drug Evaluation II _a -
<Attention: Document Control Room 17B-20
5600 Fishers Lane { .ot
Rockville, MD 20857 .
/S{n c erely, ~ ¥
Tem F. Rum{le
Chief. Project Management Staff }
Division of Reproductive and Urologic
Drug Products, HFD-580
Office of Drug Evaluation I

~ Center for Drug Evaluation and Roisqai-c_h

.-



NDA 20-323 SRR
Page2 = . - T ~ R T .

- T .
. - e , S, B
’ ’ .
e - -

cc: v .

Original NDA 20-323/5-021 . -

HFD-580/Div. Files | '
HFD-580/CSO/MOORE ,, _ -

“\

SUPPLEMENT ACKNOWLEDGEMENT

=3 .
.8 ) o -
[ 4
- %
- 7
.'—A
‘- ez




